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DETAILED ACTION 

Priority 

1 . Acknowledgment is made of applicant's claim for foreign priority under 35 

U.S.C. 119(a)-(d). The certified copies have been filed in the instant application. The priority 
date is February 26, 2004. 

Information Disclosure Statement 

2. The information disclosure statements (IDSs) submitted on August 28, 2006 and 
September 6, 2007 are being considered by the examiner. The signed 1449 forms are attached 
with the office action. 

Specification 

3. The disclosure is objected to because of the following informalities: 

4. The title brief description of the drawings is missing in the disclosure. The description of 
the figures refers to color images, but no petition for color drawing, or color drawing are noted in 
the file history of the instant application. 

Appropriate correction is required. 

Double Patenting 

5. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
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application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

6. Claims 22. 29. 37. and 38 arc rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 1-16 of U.S. Patent No. 7,270,822 B2. 
Although the conflicting claims are not identical, they are not patentably distinct from each other 
because the claims are of overlapping scope. The claims of the issued U.S. Patent are drawn to a 
method of treating papilloma (proliferative disease) by administering to a patient in need thereof 
a biologically active complex of alpha-lactalbumin. The active complex of alpha-lactalbumin is 
known in the art as HAMLET once compelxed with a cis CI 8 unsaturated fatty acid cofactor. 



Claim Rejections - 35 USC § 112 

7. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

8. Claims 22-35, 37, and 38 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a method for treating tumors in a patient comprising 
administering to a patient in need thereof, a biologically active complex of alpha-lactalbumin in 
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the apo folding state (partially unfolded state), complexed with either cis CI 8:1 :9 (oleic acid) or 
cis 18:1:11 (vaccenic acid), does not reasonably provide enablement for any biologically active 
complex comprising any alpha-lactalbumin with any cofactor to treat any tumor. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 

In In re Wands, 8 USPQ2d 1400 (Fed. Cir., 1988) eight factors are addressed in 
determining enablement. 

1. ) The nature of the invention: the invention is drawn to a biologically active complex 
comprising alpha-lactalbumin, selected from HAMLET (human alpha-lactalbumin made lethal to 
tumor cells) or a biologically active modification thereof, or a biologically active fragment of 
either of these for the use in the treatment of proliferative disease and/or to inhibit angiogenesis. 

2. ) The breadth of the claims: the claims are extremely broad in that a very large number 
of constituents could be encompassed by biologically active modifications, or a biologically 
active fragment of alpha-lactalbumin. 

4.) & 5.) The amount of direction or guidance presented :/The presence or absence of 
working examples: the example of using HAMLET generated on an CI 8: 1:9 (oleic acid) 
conditioned ion-exchange chromatography column to isolate a complex which can be used treat 
tumors on patients do not in any way suggest that modifications, fragments, and variants of the 
alpha-lactalbumin protein, or any cofactor would have the conformations necessary to be used in 
treating tumors. The specification provides guidance with respect to the oleic acid discussed in 
the working example as the cofactor, but provides no guidance whatsoever in selecting which 
other cofactors might have the needed structure to stabilize HAMLET. 
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3.) The predictability or unpredictability of the art: / 6.) The quantity of experimentation: 
there is predictability in the art with regard to the stereo-specific lipid-protein interactions 
required to form HAMLET. Svensson et al. describe complexes of apo-alpha-lactalbumin with 
the co factor of unsaturated CI 8 fatty acids in the cis configuration that have apoptotic activity on 
tumor cells. Svensson et al. state that saturated CI 8 fatty acids, unsaturated fatty acids in the 
trans configuration, or fatty acids with shorter carbon chains could not form HAMLET (see 
Discussion, page 2810, 1 st sentence on left column of text). There is undue experimentation 
because of variability in prediction of apoptotic activity in the presence of different cofactors that 
can form biologically active complexes with HAMLET. 

7. ) The state of the prior art: the prior art has shown alpha-lactalbumin can alter its 
biological function depending on the conformational state. The conversion to HAMLET 
requires the partial unfolding of alpha-lactalbumin. The biological apoptotic activity requires the 
presence of CI 8:1 fatty acids (see 1 1/8/04 IDS document, Svensson et al, PNAS, Discussion, 
page 4225, paragraphs 1 through 3). 

8. ) Level of skill in the art: the level of skill in this art is high, at least that of a doctoral 
scientist with several years of experience in the art. 

In consideration of each of factors discussed above, it is apparent that there is undue 
experimentation because of variability in prediction of outcome that is not addressed by the 
present application disclosure, examples, teaching, and guidance presented. Absent factual data 
to the contrary, the amount and level of experimentation needed is undue. 
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9. Claims 22-35, 37, and 38 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. The instant claims are directed to a method of treating 
humans for proliferative disease and/or inhibiting angiogenesis, which comprises administering 
to a patient a biologically active complex of alpha-lactalbumin, selected from HAMLET or a 
biologically active modification thereof, or a biologically active fragment of either of these. 

The Guidelines for Examination of Patent Applications Under the 35 U.S.C. 1 12, 
Paragraph 1, "Written Description" Requirement, published at Federal Register, Vol. 66, No. 4, 
pp. 1099-1 1 1 1 outline the method of analysis of claims to determine whether adequate written 
description is present. The first step is to determine what the claim as a whole covers, i.e., 
discussion of the full scope of the claim. Second, the application should be fully reviewed to 
understand how applicant provides support for the claimed invention including each element 
and/or step, i.e., compare the scope of the claim with the scope of the description. Third, 
determine whether the applicant was in possession of the claimed invention as a whole at the 
time of filing. This should include the following considerations: (1) actual reduction to practice, 
(2) disclosure of drawings or structural chemical formulas, (3) sufficient relevant identifying 
characteristics such as complete structure, partial structure, physical and/or chemical properties 
and functional characteristics when coupled with a known or disclosed correlation between 
function and structure, (4) method of making the claimed invention, (5) level of skill and 
knowledge in the art and (6) predictability of the art. For each claim drawn to a single 
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embodiment or species, each of these factors is to be considered with regard to that embodiment 
or species. For each claim drawn to a genus, each of these factors is to be considered to 
determine whether there is disclosure of a representative number of species that would lead one 
skilled in the art to conclude that applicant was in possession of the claimed invention. Where 
skill and knowledge in the art is high adequate written description would require fewer species to 
be disclosed than in an art where little is known; further, more species would need to be 
disclosed to provide adequate written description for a highly variable genus. 

First, what do the claims as a whole cover? Claims are directed to a method of treating 
proliferative disease and/or inhibit angiogenesis using a biologically active complex of alpha- 
lactalbumin, selected from HAMLET or a biologically active modification thereof, or a 
biologically active fragment of either of these. The claims are also drawn to a method of 
treating tumors, comprising administering a biologically active complex of alpha-lactalbumin, 
which includes any cofactor, which stabilizes the complex in a biologically active form. The 
claims are drawn to biological active modifications and fragments of human alpha-lactalbumin, 
HAMLET. 

Second, how does the scope of the claims compare to the scope of the disclosure? The 
disclosure contains the same language found in claims and also discloses the specific complex 
comprising cis CI 8: 1:9 fatty acid with the partially unfolded state of human alpha-lactalbumin. 
Thus, the specification is more detailed than claims. 

Third, the factors need to be considered. 

( 1 ) What was actually reduced to practice? 
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The species comprising a partially unfolded state of human alpha-lactalbumin, 
complexed with cis CI 8:1 :9 fatty acid is reduced to practice to treat tumors in 
patients in need thereof 

(2) Is there disclosure of drawings or structural chemical formulas? 

There is no disclosure of how the alteration of alpha-lactalbumin results in a 
structure that gives rise to HAMLET activity in the presence of cis CI 8: 1:9 fatty 
acid that is useful to treat tumors. 

(3) Are there sufficient relevant identifying characteristics disclosed? 

There are insufficient relevant identifying characteristics disclosed for the genus 
of modified or fragments of alpha-lactalbumin complexes identified as HAMLET. 
The disclosure does not direct one of ordinary skill in the art to a genus of 
modified HAMLETs that function as currently claimed. The structural 
modifications are not disclosed. 

(4) Is there at least one method of making the claimed invention disclosed? 
One of skill in the art could easily produce the complex of human alpha- 
lactalbumin with cis C18:l:9 fatty acid as disclosed on page 10, lines 26-35, since 
only basic chromatography skills would be needed. 

(5) What is the level of skill in the art and what knowledge is present in the art? 

The level of skill in the art of protein pharmaceutical chemistry is high, about that 
of a PhD scientist with several years experience. 

(6) What is the level of predictability of the art? 
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There is predictability in the art with regard to the stereo-specific lipid-protein 
interactions required to form HAMLET. Svensson et al. describe complexes of 
apo-alpha-lactalbumin with the cofactor of unsaturated C 1 8 fatty acids in the cis 
configuration that have apoptotic activity on tumor cells. Svensson et al. state 
that saturated CI 8 fatty acids, unsaturated fatty acids in the trans configuration, or 
fatty acids with shorter carbon chains could not form HAMLET (see Discussion, 
page 2810, 1 st sentence on left column of text). 

Thus, having analyzed the claims with regard to the Written Description guidelines, it is 
clear that the specification does not disclose a representative number of species which would 
lead one skilled in the art to conclude that applicant was in possession of the claimed invention. 

Conclusion 

10. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to AN AND U. DESAI whose telephone number is (571)272-0947. 
The examiner can normally be reached on Monday - Friday 9:00 a.m. - 5:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon P. Weber can be reached on (517) 272-0925. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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/ANAND U DESAI/ 

Primary Examiner, Art Unit 1656 



